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The undersigned submits this petition pursuant to section 505 (j) (2) (c) of the Fedesl 
Food, Drug and Cosmetic Act and 21 CFR Parts 3 14.55 (d) (2) and 10.30 of the Food and 
Drug Administration’s regulations, to request the Commissioner of food and Drugs to 
make a determination of ANDA suitability for Carbamazepine Tablets USP (chewable), 
200 mg (hereinafter “Carbamazepine Chewable”). 

A. Action Requested 

The petitioner requests the Commissioner of the Food and Drug Administration for a 
change to a listed drug to allow the undersigned to submit an Abbreviated New Drug 
Application for Carbamazepine Chewable. The listed drug is Tegretol@ Tablets 
(chewable), 100 mg manufactured by Norvatis Pharmaceuticals. The safety of the 
proposed strength is supported by the bioequivalence study conducted on our approved 
Carbamazepine Tablet USP (chewable), 100 mg (ANDA # 75-687). In the study, 2 x 
1 00-mg chewable tablets were dosed on healthy adult male subjects. Furthermore, safety 
is supported by the fact that tablets of 200 mg are the routine oral dosage strength of this 
product. 

B. Statement of Grounds 

Carbamazepine dosage should be adjusted to the needs of the individual patients. The 
usual effective dosage level for epilepsy is 600-l 200 mg daily for adults and children 
over 12 years of age, and 400 -- 800 mg daily for children 6 to 12 years of age. The 
dosage administration can be found on the product insert [Exhibit 11. The proposed new 
strength, Carbamazepine Chewable, will provide the physicians with greater flexibility in 
prescribing the drug, as well as enabling the patients to take fewer tablets which will 
improve patient compliance. It is also important to note that (i) many adults have 
difficulty swallowing tablets and therefore chewable tablets are not exclusively 
prescribed for children; (ii) the 200 mg tablet is the appropriate adult dose; and (iii) 
neither the product insert for Carbamazepine Tablets USP, 200 mg, nor Carbamazepine 
Tablets IJSP (chewable), 100 mg refers to the exclusive use of either product for adult or 



The proposed Carbamazepine Chewable will be the same as the listed product in respect 
Of: 

l Active ingredient, Carbamazepine USP 
l Indications 
l Dosing regimen 
l Bioequivalence: the proposed product will be designed to be bioequivalent to the 

listed product, Tegretol@ Tablets (chewable), 100 mg with a study dose of one 200 mg 
chewable tablet in lieu of 2 x 100 mg chewable tablets. 

Copies of the approved labeling for Tegretol@ Tablets (chewable), 100 mg [Exhibit l] and 
of the proposed labeling for Carbamazepine Chewable with highlighting of the changes is 
attached [Exhibit 21. 

C. Environmental Impact 

The undersigned, hereby requests a categorical exclusion under 2 1 CFR 25.24 (c) (1). 
The proposed drug product will not be administered at higher dosage levels, for longer 
duration, or for different indications than for the listed product. 

D. Economic Impact 

This information will be submitted on request of the Commissioner. 

E. Advantages 

The proposed Carbamazepine Tablets USP (chewable), 200 mg will provide the 
physicians a greater flexibility in prescribing the drug, as well as the patients able to take 
fewer tablets without compromising efficacy. 

F. Certification 

The undersigned certifies, that to the best knowledge and belief of the undersigned, this 
petition includes all information and view on which the petition relies, and that it includes 
representative data and information known to the petitioner which are unfavorable to the 
petition. 

Respectfully submitted, 

President, Taro Research Institute 



Exhibit 1 



Tegretol@ 
Chewable Tablets, 100 mg 

Approved Container Labeling and Packaged Insert 



Container Label Copy of Tegretol 100 mg Chewable Tablets 
(Carbamazepine Chewable Tablets, 100 mg) 

,‘? 
/,” iIiL 

,~‘ ’ 

03 



TegrctoP 
cartmmarcplne USP 

Che~eblo Tablets of 100 mg - rsd~ckled. prnk 
Tablets d 200 mg - pink 
Suspenrio41 olr00 mgE5 mL 

Tegretof@-XR 
{carbsrrurrepine extended-release lablels) 
foomg,zaamg,roerng 

Rx onfy 

f%rcrlblng Irdormlbn 

WARtJlNG 
APLASTTC AMMfAANDAGRANULOCYTOSlS HAVE BEEN REWRTEO IN ASSO. 
CIATION WITH THE USE OF TEGRETOL. DATA FROM A POPULATIw-BASED 
CASE CONTROL STUOY DEMOt4STAATE THAT THE FISK OF DEVELOPING 
TI-ESE REACTlOWS IS 5-8 TIWS GREATER THAN IN THE GENERAL P0pUt.A 
TlON lUJWEVt3?, THE OVERALL RISU OF THESE REACTIONS IN THE UNTREATED 
CENERAC F’OPtAATION IS LOW+ APPROXIMATELY SIX PATIENTS PER ONE MI.* 
LION POF’ucATloEl PER YEAR FOR AGRANtJLOCY~S1S AWD TWO PAlrENTS 
PER ONE MkLfON POPULATION PER YEAA FOR APLASTIC ANEMIA 

ALlHO& REPORTSOF TRANSfENT OR PERSISTENT DECREASE0 
PLATELET OR WHITE BLUOD CELL COUNTS ARE ml UNCWON IN ASSOCIA. 
TION W)M THE USE OF TEGRE7OL. OATA ARE NOT A’JAIIABLE TO ESTIMATE 
ACCURATELY THElR INClMNCE OR OUTCOME. HOWEVER. THE VAST MAJORI- 
TYOF THE CASES OF LEUKOPEMIA HAVE NOT PROGRESSED TO THE MORE 
SERIOUS COND1TIO’NS OF APLASTIC ANEMIA OR AGRANUCOCYTOSIS 

BECAUSE OF THE VFRY I CIW INf!~clf~~ “C *cnAhH * *‘-YfZf. A:;2 .-. _. . . .V.-Y I 

APlAST’tC ANEMIA. THE UAST MA.lOAIlY OF MNOQ HEMATOCOOlC CWANOES 
OlssERVEO IN MOMTORffi OF PATIENTS ON TEGRETOL ARE WWKELY TO 
SlGNAC THE OCCURf%34CE OF EfTHl3-4 ABMORMALITY NONETHELESS. COM. 
PlETE PRETREATMENT HEMATOLOGICAL TESTING SHOULO BE ORTAMOAS 
A BASELIFIE. IF A PATlENT u1 THE GOURSE OF TREATMENT EXMBfTS LOW OR 
DECAEA!3EO WHITE FJLOOO CELL OR PLATELET C0JtW-S. THE PAllENT 
.5WXJLO BE MOMTOREO CLOSELY DISCONTINUATION OF THE DRUG SHOULD 
8E CONSIOEREO IF ANY EVIDENCE OF SrGNfFlCANT BONE MARROW DEPRES- 
SION DEVECOPS 



0 
ul 

lor Pm epoxide has hen poslr(awded. (he sQrtifi.xnca al ils sctlv4y with w~ecl IO tha salsty 
and efkacy d Tegrefd has no1 been cstatdfihed. 
PharmacoWmtl~ 
In c0mcal studios. legrcktl surpansim. convenllanal l&k&, and XR &blats d&rated o&v- 
8lerll arnurrgs of dvg ta Lha sysrsmic ddation l+ow8vor me wspffrsial w&s absorbed 
somawhal lasler. and he XR tabfel slightly s~mmr, than ti wwanhacal Wl. Thei biaaveil 
nbtity a( the XR u&Cl oras tW% cm-rtpated to suspention Folkwing a b.i d dosage 
regtmen. the suspension p!ovkks higher peuk tends and ?ower Wwgh fsveh IhaO those 
oblaned lrom Ihe corwenh~al Irbkl lot fhe same dosage teglrnen. On *Ic athe hand. 
Iollo+tg a 1 id. dosage rqimm. Tegrsld suqwnsbn aflard~s steadydale ~bsma levels 
comparable la Tagrtid tablets given b.i.d when adminlslered al ihe same (Olaf! mg daly 
dose Fdlowing 8 b i.d. dosage qmen, Tetycld-XR IabIets Mord steady-s!ah3 plasma 
levels comperabk h corwenlional Tegretd labtels r&en q.4.d. when acfminklerad a4 Hle 
same bdal mg d&y dose Twerat in Mood Is 78% bamd la pbsma protim. plasma I~vsb 
01 Tqre(d are wadawe and may range irom 0.5-25 &mL. wifh no rppusnl relationship (0 
lhs daiby Intake d Ihc dfrg. Usual add! VletapeulFc levels are bslwten 4 a& 12 wlml 
In pdyiherapy, cle ccmcenlrdion d Tegrefol and concrnWrnl dnrgs may be incleased or 
decreased dvmg lherapy, and drrrg sflecls may be altered (see PRECMJTQNS. Onq 
In~ecachons] Fdkwing &rmlc od admim(talon d suspensten. plesmne kvets peak al 
agpoxlrnJlefy I.5 hours wmpaml to 4.5 i-hmrs dkr sLbllinislr4uun vfccrrYenlloaal Tegmol 
tablets. and 3 12 hour aflm rdminktrrti 01 hgretol XR labkls. The CSFfserum r&o is 
~7.22. simtiat to tiw 34% untxxmd 7egretd in serum B~WJSC Tegrelol induces 8s OWI 
melsbd~~rn. Wm hal I-life is atso variebte. Auldndudlon is comglekd afier 3-5 weeks d a 
hxsd dosing rsg~men Idial i?eW-Me vales range lrom 2%55 hours. dacreasirg le 12.V 
hourr on sapeared doses Feg&ot is metabdiied In the liver. CyWchromo P450 3A4 wes 
idenldlad 85 Iht major kuylorm responsible lor ~Yw fofwfarion 01 csrbamezcpinb10. II-aponlds 

h-on Tegre)al. Aher oral adminisbalion d a~~cabmarepcnc. 72% of the admhtstered 
radtoaclrvify was lcund in the urhs ad 28% in lhe lea% This urinary tadiicliuity was 
wn~~osed largely 01 hylvo~ylnfed nnd corjugafbd metabdiles, wilh only 3% of wWanQed 
reprskd. 

lhw phatmacokhelic pamncters ot TeqeloI dhposWan ace simlac in &Wren end in 
adulls Hovnxer. lhete is JI post correlalian t~&~en plasma concontralionsd carbamazeplne 
ami Tegntol dovs cn clwtbcen Carbarnawpine is male ra+fiy t-neiebofized lo 
cwbamazepne-IO,1 I-epoxide (a meMdi\e shorn to be ~patent la carbamazeplna as irr 
ml,-“&a”l jr) m-1 pc,clmc! h (hp yyn.l$. 2,“p --..-- *I.-- :- a>_-- ‘- * ‘.’ . I __” ..e...e ‘.. V”“U. 1*1 u -lil, V-N” 
the age Or 15. there is an wnwse relatiombip btlwmn C824XBZ ratio and Irwteasing age 
(in one repon lrom 0 44 in chddrm bebw Urn age 01 I year lo 0.1 B in childran belween 
I@. 15 years 01 age). 

1 he ellecls 01 race and gcndsr an tarb~~~qine phalmacokinetics have noI been sys 
(amatfcally evaluated. 



In humans. lra~ld oassege ot carbamazepine is rapid (30-W min&s. and Uw 
drug s wxunula~ in (he Idal lksues. \*rlh higher levek tound In lwr and kii rhsn in 
brain and lung 

Cwbamsrspne has Been shown 10 how a&w-.6 elects in roprodt&on sfuUies h fats 
when cjwn aally in dasa@es ICI-25 limes iho uwbwm hvwn daily dosage (MHDD) ol 
lnw) frQ On a #Wmg bask Dr 1.5-4 lmeJ he hf#+DD M L tIUJhd b&S. ifl rat tWhdO$‘j 

sknher. 2 01 135 otlspnne slwvd UnLted libs al z)I) mg and 4 Or ?I9 ol&dfqj a\ 
650 mghg shoned dhec anomabs (c&H pa&e. 1; Csl$ms. 1. amophWrnos, 2). in cemduc. 
ton sturkes in rak. nusing ofsprino damonslrated a lack 01 weighl gain and M vkampl 
appearan al a mater& dosage ievd d 200 mgkg. 

Anliepi)epk drugs should nal be dlscowwed abm in paIien4s in whom Ihs drup b 
admwwe~d IO lyevt?nt rnajoc sefzu~6 be- d ti rltong possfbili)y oi pmclpilattng 
slalus epilepf~ms wlh wendwd hypoxia and Ihreal lo Irfe. In mdivldusl cases Mere the 
scwdy and lrsquency d the sdzure disonfrc we such UW remuvcl al nWicalkfn does nc4 
pose a WIWS Uusal fo Ule paYant. disciW~~uati of 1be drug may be consldofed prbr m 
and duhg pregnancy. .#tough if czmnd be said wtth any conlidef~ lhal mmn minor 
seirures &I IBOI pose 5oms hnrard lo the deve~ embryo or fe[us. 

Tesls (0 detect delects using olura*y acccpiod procedure& sMu@ be considscsd a psr! 
d roulem prenold care n da#eanng vmmen recdving carbmare@ne 

‘Ihere hawa been a ieu, cases 01 neonaM aeizuws anti respiraterydepres+ion assc& 
ated wlh malema TegmloJ and other comomilard l nliaWifsanl d+ug use. A few ce6es d 
neondal u-o&ii. dtanhea. endkn decreawd bedig hew &o been reporled k asscwa- 
icon tith malemd Tegretal use Those symploms nay rsq~es%n( a neonatal wilhdrawal 
SyrWffWW 

PAECAUTlCWS 
ciwlrral 

Hepat ellecfs, mung fmn sl@ghl elevevations in hvcr 8nzyrru~ lo rare c%ses d hspa(ic 
failuls have been repotted (see ADVERSE REACTIONS and PRECAUUTIONS. Lat~&ocy 1 
Tests) In s~vne cases. hepak eYccls may progross dwpb diwonlinuation ol lb drug. 

MuMi-qfan hyperrensiWy teaclti omrtfmg days la UT&S of monIh$ af&w Ini~atirg 
Irealmenf hme been teportsd in rarecases (som ADVERSE REACTICINS. Qlhat at-d 
PRECAUTIONS. kr(atmalton lof Palisnfs). 

ThyddkncCon lesls h&urn been repwled lo show decreased values Hiul TagreM 
admitistsred done. 



Hypon~lmmi~ has been teporled in associallon with Twgretol use. el(her alone gr in 
combnallon with other drugs. 

InteafemncewUh some pcsgnency lasts has ban reported. 

Drug Inter;lctlono 
There has been a rgoort d a paliarr who passed an orange rubbery precipi(aM in hrs sled 
Ihe day atIer cr~gesling legie~ suspensbn imrnsdiite~ ldbwsd by Thor8Zi& 3OhJtiWL 

Subsequarl t~~~rr-tg has show lhal mikg TegrMd suspenscon and WqrumazIrw SOWW 
(bon genetic and brand ~me} as wel( as Tegmtol suspemk~ end bqguld h!$at@ rvwlled 
in Ihe crxurrsna 01 this pracipitete. Because the sx-~anl lo which Uris ocu~s win &er liquid 
medicatiam is WA known. Tzpwlol suspemlm shotid no1 be a&~m#nslend SIWWJ~~WW~~D~ 
wiuilh other bquti me&z~l m OI diluenk. @a DOSAGE ANi3 AWINISTRATIW 

UWAly meaningfu! dug interacbn3 haw actmod wrilh concomiM medsaflons and 
mdude, bu( are non Wwd to. ha tibvrinp: 
Ago016 That May Aft8cl Tegrmtol Plasma Levels 
CYP 3M inhrbibrr inh9bH Tiyfelol melabglism zM can bus vwease pfasma ~amazepns 
lewk Our@ Ihst heve bean S.~OWII~ of %Uhf b6 8*p~cted. IO b’W!3se pbmd 

carbamazeplne Web M-I&& 

acdarninophen. alpruolam chmazepam, clorap(ne. clicumarol. do-me. 
e#xukrnide. halopendol, lruna&i@ne. mp(hswiwide. oral and alher hnrmond Umlr%CCp 
lives. phemwdmide. pharyloln. lhecqhyllme. tiagabine. lopwamals, valprosle. waderin. 

Comcornilenl edminklralion d cwbamazqai~s amd Mhium may incmase Ihe risk of wu~rolox~ 
Me 6necis. 

#lerah‘on$ al Iwo&i Iuncl~~ have been re.po#ed in combination lherapy wilh olhar anti- 
contisanl meduer0ns. 

Corm hnf uw al TegreM v&h hormonal conlracepllve products (o g. oral, and 
lsvonorgeslrd 6UbdetfWl h@anl contracepties) may t%ncfer Iho canlwxpiwes 1%~ 

, 
rWjua because the pawna concenuat~ d V~hc hotmonor may be decreased 
Breaklhrough blroding and u&ended rcgnakes have bean reporled. ~ltema(iw or 
hack-up methods al mnlmceptlan sharld be conskbwd. 
Cardnogenrrtr. Motsgen~rl~.#m@unel ol Fartilhy 
lhhamru~. V&M MninirUred lo Spv-Dew&my R*s Pr two yea~lr in Iho dsl ol 
Owes ol2S,?S. and 250 m@@day, resulted in a dose rUaled increase in [he inciiance d 
heptbc8Uar kmors in IsmAr md of ben’gn ixrrslillal CM adenomor In lhe tesk al male9 

Carbaaapine must. Qwrebre. be consIdered lo be txdrmgsric in Sprague-Da* 
rals. BacrUW and mamrnalim mulage&ity etudes urinp csrbamsr+m p-6 -tie 
~edis. he signllicsnm ol these (indkgs te)atkm lo Iha use d earbarrbazqthe In hum is 
al preseral, lnlkndnm. 
u88gc In Pngllawy 
Pmgnancy Category D ($1)~ WARNINGS) 
Labor and OaUrary 
The eYec-4 01 hgreml on human w and daYvary is unk~~n. 
Hurrlng Mohsrr 
Tvctd and lb epoxide melaibolite sue Irarslerwd to breas! MC The radio Al tie cuncenlra- 
tron in brearl rnilr lo lhsl n malamal plasma if shout 0 4 for Tegretol and aboul 0.5 (oc Ihs 
epoxide. The s@im#ed doses given lo ihe nsw0om dun’ng lwasl feadmg are m ihe rzsge 01 
2-5 mg da#y fw Tegretd and l-2 mg daily (or ihe epoude. 

Bemuse d lhe pc@fMal for serious advwse reucions in nuninp mlar189 lram 
carbmmqUm. a deck&on should be emde ~~h,aher P discontinue nurscng of to drsccmtinue 
Ihe 6ug, taking lnlo accourw tha imporlenzu d Ure drug IO he mother 
Pedlslrk Us* 
S&s81anMI svidoncr al Tsgralok eUecliwness #or u& in he manageneni 01 chiklmn with 
epilepsy (see ltitilions lor speck seiue &pea) is dark-xl horn clinical irw+MgaSom pet. 
loaned in adults 8ml from sludier in tweed in vitro systems whrh sqqx! the con&.&on 
lhal(1) the palhcgenoti madunisms undsdymg seizwe pmpagatlan ace essentially denti 
ccl in arUts ;md chtldrsn. and (2) the mschanism ol eclian d c&amazepmne in treaiing 
56iru1~ is ess6n-1~ id&cal in a&& ad tiildren. 

T6b-1 as a whelm, lhii im(ormation suppws a concfusron ihel U-S genera+ 8txepted mar. 
epau(b mnge ol lold carbarrbuepine in PSsma [i 8.4-l 2 mcghl) is the same in chD*en 
md adufb. 

lh ryslemdic studies In ~014bic pathls have tmsn cor&c&d 
AOVERSE REA-S 



Tegrelot@ carbamarepine USP 

TegretoI@-XR (carhalnazepine extended-release tablets) 





Bowes al 1al3 .-.... . . . . ,, - . . . . : .__,. ., .,_.... . ..-. NDC ooa3dJa52-30 
Unit Dose (Mismr pack) 

am of IW (slrips 01 10) ,.. .._... __ _,_ ..,,, ,. . . . . . . . ~. . . . . . . . . . NOC 0063-0052-y 

Do not store fhw3 WC (86-F). Pwbci hm bghl end mok14~6. 
Di5peose in tighf. kghk&fanf cu7h-w (USP). 
WJ@S 2lW mg. capfob-dsped. pirk smgk-scored (iaqminld Tegrscol on one side and 
27 lwirs on lhs partialy scond side) 

eonI d 100 _.., ,,.... . . . . .,.,. ,: . . . . . . . . . . . . . ,. . . . ,... ____ ,.. ,, ,... Not 0083.0027.30 
BDIIka d 1000 . . . .,. _.._..._.... ., , .,.. _..,___.. __._._._ ..NDC @YX-0027-40 
Uml Dose (blister peck) 

ecf* d loo (SW of IO] _._......._. . . . . . . __... . . .._, _. .,...._....,,, HOC 0083-0027-32 

Do nol storr abava 3VC (WF). Pro&c1 from moislws. Dispense in t@ cwmtirr /L&P) 

XR ~ubkls lO0 mg- round. yellow. cooled (impriwd T on ona &de and 100 mg on me 
olher). rekase pwlal on one side 

Flotrles ol 100 . . . . ..I. ,,............ . . . . ..,...,.............. ., . . . . . . . . . . . ..wc aIewml-30 
Unl Dose (bt'sle~ pack) 

Box 01 loo (ships 01 IO) _ ,........, ..(......,.............. _ . . . . . . . . ,............ ..NDc 0083406142 
XR 7’$bte& 2W mg . mund, pink. coal& (impmued T on one sick end 200 mg on thn 
olher), r&86* portal on one side 

Bddes of 100 ____. ..,........... ,,........,.. .,. .,... _..._...,..,. .,,....,...._. NDC W93~~62-30 
‘3rd Dose (blister pacti) 

aox 01 10 (s%ips of 10) ::: . . . . . . .._..... . . . _....__......_ . . . .._._...I NDC om3-0052.32 
XR W~krs 4x3 mq. tow-d. bran. am&d (impin)ed T on one side MCI 40a mg on me 
other), release poMT om me rid+3 

aonres ul 100 . . . . . . . .,.........._.,. _,__.....,,_..,, ,,. ,. _,. _.... ,,_ .,,._,,,_ .Noc C#33-fJo60.30 

uny owe (Miser pack) 
Box of la3 (strips of to)... ,, .,.,___.... _, ,,. .,, _,,_,,..,,, ..__. ._,. _.__. ,..wc ~a:orxio-3~ 

Slow al conlrcllled mom terrperature 15*CXl”c (5gcF-86’F). Pmfecl kom maisl~~. 
fkpwose in Qhr cunf8ner~SF). 



‘Table1 - Chewable or corwwtion~ labfets 
1XR = legrel&-XR axlsnded mkase lablets 

Tegrebl Suspension M~ured by: 
NwarUs Phamwceukals Csneds Inc. 
Dorval (Ou&ec). Canada HSS !A9 

Nowrtis PhsfmWwthMi Corporation 
East Hanover. Nww Jersey 07936 

T2000-39 
89007004 REV Jul4E ml0 



Exhibit 2 



Carbamazepine Tablets USP 
(chewable ), 200 mg 
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Carbamazepine Tablets USP, 200 mg (Chewable), package size: 100 tablets 
Draft Cont&ner Label 

NDC 51672-4050-l 

Carbamazepine 
Tablets USP (Chewable) 

Rx only 
100 Tablets 

Sealed for your protection 

Do not store above 3OT (86°C). 
Store in a dry place. 
Dosage: See package insert 
Protect from light and moisture. 
Dispense in tight, light-resistant 
container (USP). 

Keep this and all drugs out of 
the reach of children. 

Manufactured by: 
Taro Pharmaceutical Industries 
Ltd. 
Haifa Bay, Israel 26110 
Distributed by: 
Taro Pharmaceuticals U.S.A., Inc. 
Hawthorne, NY 10532 

Carbamazepine Tablets USP, 200 mg (Chewable), package size: 400 tablets 
Draft Container Label 

N DC 5 1672-4050-2 

Carbamazepine 

s 

Tablets USP (Chewable) 

0 
n I 

piiG&j 

is Rx only 
400 Tablets 

Sealed for your protection 

Do not store above 3OT (W’C). 
Store in a dry place. 
Dosage: See package insert 
Protect from light and moisture. 
Dispense in tight, light-resistant 
container (USP). 

Keep this and all drugs out of 
the reach of children. 

Manufactured by: 
Taro Pharmaceutical Industries 
Ltd. 
Haifa Bay, Israel 26110 
Distributed by: 
Taro Pharmaceuticals U.S.A., Inc. 
Hawthorne, NY 10532 
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Carbamazepine Tablets USP (chewable), 200 mg 
(Highlighting the Changes in Aria1 Black) 

Draft Package Insert 

Carbamazepine Tablets USP (Chewable), 100 mg and 200 mg 
Carbamazepine Tablets USP, 200 mg 
Carbamazepine Oral Suspension USP, 100 mg/5 mL 
Rx only 
Prescribing Information 
WARNING 

APLASTIC ANEMIA AND AGRANULOCYTOSIS HAVE BEEN REPORTED IN ASSOCIATION 
WITH THE USE OF CARBAMAZEPINE. DATA FROM A POPULATION-BASED CASE 
CONTROL STUDY DEMONSTRATE THAT THE RISK OF DEVELOPING THESE REACTIONS IS 
5 TO 8 TIMES GREATER THAN IN THE GENERAL POPULATION. HOWEVER, THE OVERALL 
RISK OF THESE REACTIONS IN THE UNTREATED GENERAL POPULATION IS LOW, 
APPROXIMATELY SIX PATIENTS PER ONE MILLION POPULATION PER YEAR FOR 
AGRANULOCYTOSIS AND TWO PATIENTS PER ONE MILLION POPULATION PER YEAR 
FOR APLASTIC ANEMIA. 
ALTHOUGH REPORTS OF TRANSIENT OR PERSISTENT DECREASED PLATELET OR WHITE 

BLOOD CELL COUNTS ARE NOT UNCOMMON IN ASSOCIATION WITH THE USE OF 
CARBAMAZEPINE, DATA ARE NOT AVAILABLE TO ESTIMATE ACCURATELY THEIR 
INCIDENCE OR OUTCOME. HOWEVER, THE VAST MAJORITY OF THE CASES OF 
LEUKOPENIA HAVE NOT PROGRESSED TO THE MORE SERIOUS CONDITIONS OF 
APLASTIC ANEMIA OR AGRANULOCYTOSIS. 

BECAUSE OF THE VERY LOW INCIDENCE OF AGRANULOCYTOSIS AND APLASTIC 
ANEMIA, THE VAST MAJORITY OF MINOR HEMATOLOGIC CHANGES OBSERVED IN 
MONITORING OF PATIENTS ON CARBAMAZEPINE ARE UNLIKELY TO SIGNAL THE 
OCCURRENCE OF EITHER ABNORMALITY. NONETHELESS, COMPLETE PRETREATMENT 
HEMATOLOGICAL TESTING SHOULD BE OBTAINED AS A BASELINE. IF A PATIENT IN THE 
COURSE OF TREATMENT EXHIBITS LOW OR DECREASED WHITE BLOOD CELL OR 
PLATELET COUNTS, THE PATIENT SHOULD BE MONITORED CLOSELY. DISCONTIN- 
UATION OF THE DRUG SHOULD BE CONSIDERED IF ANY EVIDENCE OF SIGNIFICANT 
BONE MARROW DEPRESSION DEVELOPS. 

Before prescribing carbamazepine, the physician should be thoroughly familiar with the details 
of this prescribing information, particularly regarding use with other drugs, especially those which 
accentuate toxicity potential. 
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DESCRIPTION 
Carbamazepine USP, is an anticonvulsant and specific analgesic for trigeminal neuralgia, available for 

oral administration as chewable tablets of 100 mg and 200 mg, tablets of 200 mg, and as a oral 
suspension of 100 mg 1.5 mL (teaspoonful). Its chemical name is SH-dibenz[b,jjazepine-%carboxamide, and 
its structural formula is: 
Per USP 24 Monograph 

Carbamazepine USP is a white to off-white powder, practically insoluble in water and soluble in 
alcohol and in acetone. Its molecular weight is 236.27. 

Inactive ingredients: 100 mg and 200 mg chewable tablets - Eudragit RS 30D, diethyl 
phthalate, croscarmellose sodium, microcrystalline cellulose, pregelatinized starch, magnesium stearate, 
FD&C red no. 40 lake, sorbitol, and cherry natural. 200 mg tablets - Ammonio methacrylate copolymer, 
diethyl phthalate, microcrystalline cellulose, corn starch, croscarmellose sodium, and magnesium 
stearate. 
Oral Suspension -” Carboxymethyl cellulose sodium, edetate disodium, FD&C yellow no. 6 lake, 
methylparaben, microcrystalline cellulose and carboxymethyl cellulose sodium, orange flavor, polyoxyl- 
8-stearate, propylparaben, purified water, sodium saccharine, and sorbitol solution. 
The 200 mg tablet and 200 mg chewable tablet meet USP Dissolution Test 2. The 

100 mg chewable tablet and the oral suspension meet USP Dissolution Test 1. 
CLINICAL PHARMACOLOGY 
In controlled clinical trials, carbamazepine has been shown to be effective in the treatment of 
psychomotor and grand ma1 seizures, as well as trigeminal neuralgia. 
Mechanism of Action 
Carbamazepine has demonstrated anticonvulsant properties in rats and mice with electrically and 
chemically induced seizures. It appears to act by reducing polysynaptic responses and blocking the post- 
tetanic potentiation. Carbamazepine greatly reduces or abolishes pain induced by stimulation of the 
infraorbital nerve in cats and rats. It depresses thalamic potential and bulbar and polysynaptic reflexes, 
including the linguomandibular reflex in cats. Carbamazepine is chemically unrelated to other 
anticonvulsants or other drugs used to control the pain of trigeminal neuralgia. The mechanism of action 
remains unknown. 

The principal metabolite of carbamazepine, carbamazepine-10,l 1 -epoxide, has anticonvulsant activity 
as demonstrated in several in vivo animal models of seizures. Though clinical activity for the epoxide has 
been postulated, the significance of its activity with respect to the safety and efficacy of carbamazepine 
has not been established. 
Pharmacokinetics 
In clinical studies, carbamazepine suspension, conventional tablets, and carbamazepine extended-release 
tablets delivered equivalent amounts of drug to the systemic circulation. However, the suspension was 
absorbed somewhat faster, and the carbamazepine extended-release tablet slightly slower, than the 
conventional tablet. The bioavailability of the carbamazepine extended-release tablet was 89% 
compared to suspension. Following a b.i.d. dosage regimen, the suspension provides higher peak levels 
and lower trough levels than those obtained from the conventional tablet for the same dosage regimen. 
On the other hand, following a t.i.d. dosage regimen, carbamazepine suspension affords steady-state 
plasma levels comparable to carbamazepine tablets given b.i.d. when administered at the same total mg 
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daily dose. Following a b.i.d. dosage regimen, carbamazepine extended-release tablets afford steady- 
state plasma levels comparable to conventional carbamazepine tablets given q.i.d., when administered at 
the same total mg daily dose. Carbamazepine in blood is 76% bound to plasma proteins. Plasma levels 
of carbamazepine are variable and may range from 0.5 to 25 mcg/mL, with no apparent relationship to 
the daily intake of the drug. Usual adult therapeutic levels are between 4 and 12 mcg/mL. In 
polytherapy, the concentration of carbamazepine and concomitant drugs may be increased or decreased 
during therapy, and drug effects may be altered (see PRECAUTIONS, Drug Interactions). Following 
chronic oral administration of suspension, plasma levels peak at approximately 1.5 hours compared to 4 
to 5 hours after administration of conventional carbamazepine tablets, and 3 to 12 hours after 
administration of carbamazepine extended-release tablets. The CSF/serum ratio is 0.22, similar to the 
24% unbound carbamazepine in serum. Because carbamazepine induces its own metabolism, the half-life 
is also variable. Autoinduction is completed after 3 to 5 weeks of a fixed dosing regimen. Initial half- 
life values range from 25 to 65 hours, decreasing to 12 to 17 hours on repeated doses. Carbamazepine is 
metabolized in the liver. Cytochrome P450 3A4 was identified as the major isoform responsible for the 
formation of carbamazepine-lO,l I-epoxide from carbamazepine. After oral administration of 14C- 
carbamazepine, 72% of the administered radioactivity was found in the urine and 28% in the feces. This 
urinary radioactivity was composed largely of hydroxylated and conjugated metabolites, with only 3% of 
unchanged carbamazepine. 
The pharmacokinetic parameters of carbamazepine disposition are similar in children and in adults. 

However, there is a poor correlation between plasma concentrations of carbamazepine and 
carbamazepine dose in children. Carbamazepine is more rapidly metabolized to carbamazepine-I O,ll- 
epoxide (a metabolite shown to be equipotent to carbamazepine as an anticonvulsant in animal screens) 
in the younger age groups than in adults. In children below the age of 15, there is an inverse relationship 
between CBZ-EKBZ ratio and increasing age (in one report from 0.44 in children below the age of 1 
year to 0.18 in children between 10 to 15 years of age). 
The effects of race and gender on carbamazepine pharmacokinetics have not been systematically 

evaluated. 
INDICATIONS AND USAGE 
Epilepsy: Carbamazepine is indicated for use as an anticonvulsant drug. Evidence supporting efficacy of 
carbamazepine as an anticonvulsant was derived from active drug-controlled studies that enrolled 
patients with the following seizure types: 
1. Partial seizures with complex symptomatology (psychomotor, temporal lobe). Patients with these 

seizures appear to show greater improvement than those with other types. 
2. Generalized tonic-clonic seizures (grand mal). 
3. Mixed seizure patterns which include the above or other partial or generalized seizures. Absence 

seizures (petit mal) do not appear to be controlled by carbamazepine (see PRECAUTIONS, General). 
Trigeminal Neuralgia: Carbamazepine is indicated in the treatment of the pain associated with true 
trigeminal neuralgia. 
Beneficial results have also been reported in glossopharyngeal neuralgia. 
This drug is not a simple analgesic and should not be used for the relief of trivial aches or pains. 

CONTRAINDICATIONS 
Carbamazepine should not be used in patients with a history of previous bone marrow depression, 
hypersensitivity to the drug, or known sensitivity to any of the tricyclic compounds such as amitriptyline, 
desipramine, imipramine, protriptyline, nortriptyline, etc. Likewise, on theoretical grounds its use with 
monoamine oxidase inhibitors is not recommended. Before administration of carbamazepine, MAO 
inhibitors should be discontinued for a minimum of 14 days, or longer if the clinical situation permits. 
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WARNINGS 
Patients with a history of adverse hematologic reaction to any drug may be particularly at risk. 

Severe dermatologic reactions including toxic epidermal necrolysis (Lyell’s syndrome) and Stevens- 
Johnson syndrome, have been reported with carbamazepine. These reactions have been extremely rare. 
However, a few fatalities have been reported. 

Carbamazepine has shown mild anticholinergic activity; therefore, patients with increased intraocular 
pressure should be closely observed during therapy. 

Because of the relationship of the drug to other tricyclic compounds, the possibility of activation of a 
latent psychosis and, in elderly patients, of confusion or agitation should be borne in mind. 
Usage in Pregnancy 
Carbamazepine can cause fetal harm when administered to a pregnant woman. 
Epidemiological data suggest that there may be an association between the use of carbamazepine during 

pregnancy and congenital malformations, including spina bifida. In treating or counseling women of 
childbearing potential, the prescribing physician will wish to weigh the benefits of therapy against the 
risks. If this drug is used during pregnancy, or if the patient becomes pregnant while taking this drug, the 
patient should be apprised of the potential hazard to the fetus. 

Retrospective case reviews suggest that, compared with monotherapy, there may be a higher prevalence 
of teratogenic effects associated with the use of anticonvulsants in combination therapy. Therefore, if 
therapy is to be continued, monotherapy may be preferable for pregnant women. 

In humans, transplacental passage of carbamazepine is rapid (30 to 60 minutes), and the drug is 
accumulated in the fetal tissues, with higher levels found in liver and kidney than in brain and lung. 
Carbamazepine has been shown to have adverse effects in reproduction studies in rats when given 

orally in dosages 10 to 25 times the maximum human daily dosage (MHDD) of 1200 mg on a mg/kg 
basis or 1.5 to 4 times the MHDD on a mg/m* basis. In rat teratology studies, 2 of 135 offspring showed 
kinked ribs at 250 mg/kg and 4 of 119 offspring at 650 mg/kg showed other anomalies (cleft palate, 1; 
talipes, 1; anophthalmos, 2). In reproduction studies in rats, nursing offspring demonstrated a lack of 
weight gain and an unkempt appearance at a maternal dosage level of 200 mg/kg. 
Antiepileptic drugs should not be discontinued abruptly in patients in whom the drug is administered to 

prevent major seizures because of the strong possibility of precipitating status epilepticus with attendant 
hypoxia and threat to life. In individual cases where the severity and frequency of the seizure disorder 
are such that removal of medication does not pose a serious threat to the patient, discontinuation of the 
drug may be considered prior to and during pregnancy, although it cannot be said with any confidence 
that even minor seizures do not pose some hazard to the developing embryo or fetus. 
Tests to detect defects using currently accepted procedures should be considered a part of routine 

prenatal care in childbearing women receiving carbamazepine. 
There have been a few cases of neonatal seizures and/or respiratory depression associated with maternal 

carbamazepine and other concomitant anticonvulsant drug use. A few cases of neonatal vomiting, 
diarrhea, and/or decreased feeding have also been reported in association with maternal carbamazepine 
use. These symptoms may represent a neonatal withdrawal syndrome. 
PRECAUTIONS 
General: Before initiating therapy, a detailed history and physical examination should be made. 

Carbamazepine should be used with caution in patients with a mixed seizure disorder that includes 
atypical absence seizures, since in these patients carbamazepine has been associated with increased 
frequency of generalized convulsions (see INDICATIONS AND USAGE). 
Therapy should be prescribed only after critical benefit-to-risk appraisal in patients with a history of 

cardiac, hepatic or renal damage; adverse hematologic or hypersensitivity or reactions to other drugs, 
including reactions to other anticonvulsants; or interrupted courses of therapy with carbamazepine. 

Page 4 of 12 18 



Hepatic effects, ranging from slight elevations in liver enzymes to rare cases of hepatic failure have 
been reported (see ADVERSE REACTIONS and PRECAUTIONS, Laboratory Tests). In some cases, 
hepatic effects may progress despite discontinuation of the drug. 

Multi-organ hypersensitivity reactions occurring days to weeks or months after initiating treatment have 
been reported in rare cases (see ADVERSE REACTIONS, Other and PRECAUTIONS, Information for 
Patients). 

Discontinuation of carbamazepine should be considered if any evidence of hypersensitivity develops. 
Hypersensitivity reactions to carbamazepine have been reported in patients who previously experienced 

this reaction to anticonvulsants including pheny-toin and phenobarbital. A history of hypersensitivity 
reactions should be obtained for a patient and the immediate family members. If positive, caution should 
be used in prescribing carbamazepine. 

Since a given dose of carbamazepine suspension will produce higher peak levels than the same dose 
given as the tablet, it is recommended that patients given the suspension be started on lower doses and 
increased slowly to avoid unwanted side effects (see DOSAGE AND ADMINISTRATION). 
Information for Patients: Patients should be made aware of the early toxic signs and symptoms of a 
potential hematologic problem, as well as dermatologic, hypersensitivity or hepatic reactions. These 
symptoms may include, but are not limited to, fever, sore throat, rash, ulcers in the mouth, easy bruising, 
lymphadenopathy and petechial or purpuric hemorrhage, and in the case of liver reactions, anorexia, 
nausea/vomiting, or jaundice. The patient should be advised that, because these signs and symptoms 
may signal a serious reaction, that they must report any occurrence immediately to a physician, In 
addition, the patient should be advised that these signs and symptoms should be reported even if mild or 
when occurring after extended use. 

Since dizziness and drowsiness may occur, patients should be cautioned about the hazards of operating 
machinery or automobiles or engaging in other potentially dangerous tasks. 
Laboratory Tests: Complete pretreatment blood counts, including platelets and possibly reticulocytes 
and serum iron, should be obtained as a baseline. If a patient in the course of treatment exhibits low or 
decreased white blood cell or platelet counts, the patient should be monitored closely. Discontinuation of 
the drug should be considered if any evidence of significant bone marrow depression develops. 
Baseline and periodic evaluations of liver function, particularly in patients with a history of liver 

disease, must be performed during treatment with this drug since liver damage may occur (see 
PRECAUTIONS, General and ADVERSE REACTIONS). Carbamazepine should be discontinued, 
based on clinical judgment, if indicated by newly occurring or worsening clinical or laboratory evidence 
of liver dysfunction or hepatic damage, or in the case of active liver disease. 

Baseline and periodic eye examinations, including slit-lamp, funduscopy and tonometry are 
recommended, since many phenothiazines and related drugs have been shown to cause eye changes. 
Baseline and periodic complete urinalysis and BUN determinations are recommended for patients 

treated with this agent because of observed renal dysfunction. 
Monitoring of blood levels (see CLINICAL PHARMACOLOGY) has increased the efficacy and 

safety of anticonvulsants. This monitoring may be particularly useful in cases of dramatic increase in 
seizure frequency and for verification of compliance. In addition, measurement of drug serum levels may 
aid in determining the cause of toxicity when more than one medication is being used. 

Thyroid function tests have been reported to show decreased values with carbamazepine administered 
alone. 
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Hyponatremia has been reported in association with carbamazepine use, either alone or in combination 
with other drugs. 

Interference with some pregnancy tests has been reported. 
Drug Interactions: There has been a report of a patient who passed an orange rubbery precipitate in his 
stool the day after ingesting carbamazepine suspension immediately followed by Thorazine@ 
(chlorpromazine hydrochloride) solution. Subsequent testing has shown that mixing carbamazepine 
suspension and chlorpromazine solution (both generic and brand name) as well as carbamazepine 
suspension and liquid Mellaril@ (thioridizine) resulted in the occurrence of this precipitate. Because the 
extent to which this occurs with other liquid medications is not known, carbamazepine suspension should 
not be administered simultaneously with other liquid medicinal agents or diluents. (See DOSAGE AND 
ADMINISTRATION). 

Clinically meaningful drug interactions have occurred with concomitant medications and include, but 
are not limited to, the following: 
Agents That May Affect Carbamazepine Plasma Levels 
CYP 3A4 inhibitors inhibit carbamazepine metabolism and can thus increase plasma carbamazepine 
levels. Drugs that have been shown, or would be expected, to increase plasma carbamazepine levels 
include: 

cimetidine, danazol, diltiazem, macrolides, erythromycin, troleandomycin, clarithromycin, fluoxetine, 
loratadine, terfenadine, isoniazid, niacinamide, nicotinamide, propoxyphene, ketoconazole, itraconazole, 
verapamil, valproate.* 
CYP 3A4 inducers can increase the rate of carbamazepine metabolism. Drugs that have been shown, or 
that would be expected, to decrease plasma carbamazepine levels include: 

cisplatin, doxorubicin HCl, felbamatet, rifampin, phenobarbital, phenytoin, primidone, theophylline. 

* increased levels of the active lo,1 1 -epoxide 
tdecreased levels of carbamazepine and increased levels of the IO, 11 -epoxide 
Effect of Carbamazepine on Plasma Levels of Concomitant Agents 
Increased levels: clomipramine Xl, phenytoin, primidone. 
Carbamazepine induces hepatic CYP activity. Carbamazepine causes, or would be expected to cause, 
decreased levels of the following: 
acetaminophen, alprazolam, clonazepam, clozapine, dicumarol, doxycycline, ethosuximide, haloperidol, 

lamotrigine, metheuximide, oral and other hormonal contraceptives, phensiximide, phenytoin, 
theophylline, tiagabine, topiramate, valproate, warfarin. 
Concomitant administration of carbamazepine and litium may increase the risk of neurotoxic side effects. 
Alterations of thyroid function have been reported in combination therapy with other anticonvulsant 

medications. 
Concomitant use of carbamazepine with hormonal contraceptive products (e.g. oral, and levonogestrel 

subdermal implant contraceptives) may render the contraceptives less effective because the plasma 
concentrations of the hormones may be decreased. Breakthrough bleeding and unintended pregnancies 
have been reported. Alternative or back-up methods of contraception should be considered. 
Carcinogenesis, Mutagenesis, Impairment of Fertility: Carbamazepine, when administered to Sprague- 
Dawley rats for two years in the diet at doses of 2.5,75 and 250 mgkg/day, resulted in a dose-related 
increase in the incidence of hepatocellular tumors in females and of benign interstitial cell adenomas in 
the testes of males. 

Carbamazepine must, therefore, be considered to be carcinogenic in Sprague-Dawley rats. Bacterial and 
mammalian mutagenicity studies using carbamazepine produced negative results. The significance of 
these findings relative to the use of carbamazepine in humans is, at present, unknown. 
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Usage in Pregnancy: Pregnancy Category D (See WARNINGS). 
Labor and Delivery: The effect of carbamazepine on human labor and delivery is unknown. 
Nursing Mothers: Carbamazepine and its epoxide metabolite are transferred to breast milk. The ratio 
of the concentration in breast milk to that in maternal plasma is about 0.4 for carbamazepine and about 
0.5 for the epoxide. The estimated doses given to the newborn during breast feeding are in the range of 2 
to 5 mg daily for carbamazepine and 1 to 2 mg daily for the epoxide. 

Because of the potential for serious adverse reactions in nursing infants from carbamazepine, a 
decision should be made whether to discontinue nursing or to discontinue the drug, taking into account 
the importance of the drug to the mother. 
Pediatric Use: Substantial evidence of carbamazepine’s effectiveness for use in the management of 
children with epilepsy (see INDICATIONS AND USAGE for specific seizure types) is derived from 
clinical investigations performed in adults and from studies in several in vitro systems which support the 
conclusion that (1) the pathogenetic mechanisms underlying seizure propagation are essentially identical 
in adults and children, and (2) the mechanism of action of carbamazepine in treating seizures is 
essentially identical in adults and children. 
Taken as a whole, this information supports a conclusion that the generally accepted therapeutic range 

of total carbamazepine in plasma (i.e., 4 to 12 mcg/mL) is the same in children and adults. 
The evidence assembled was primarily obtained from short-term use of carbamazepine. The safety of 

carbamazepine in children has been systematically studied up to 6 months. No longer-term data from 
clinical trials is available. 
Geriatric Use: No systematic studies in geriatric patients have been conducted. 
ADVERSE REACTIONS 
If adverse reactions are of such severity that the drug must be discontinued, the physician must be aware 
that abrupt discontinuation of any anticonvulsant drug in a responsive epileptic patient may lead to 
seizures or even status epilepticus with its life-threatening hazards. 
The most severe adverse reactions have been observed in the hemopoietic system (see boxed 

WARNING), the skin, liver, and the cardiovascular system. 
The most frequently observed adverse reactions, particularly during the initial phases of therapy, are 

dizziness, drowsiness, unsteadiness, nausea, and vomiting. To minimize the possibility of such reactions, 
therapy should be initiated at the low dosage recommended. 
The following additional adverse reactions have been reported: 

Hemopoietic System: Aplastic anemia, agranulocytosis, pancytopenia, bone marrow depression, 
thrombocytopenia, leukopenia, leukocytosis, eosinophilia, acute intermittent porphyria. 
Skin: Pruritic and erythematous rashes, urticaria, toxic epidermal necrolysis (Lyell’s syndrome) (see 
WARNINGS), Stevens-Johnson syndrome (see WARNINGS), photosensitivity reactions, alterations in 
skin pigmentation. exfoliative dermatitis, erythema multiforme and nodosum, purpura, aggravation of 
disseminated lupus erythematosus, alopecia, and diaphoresis. In certain cases, discontinuation of therapy 
may be necessary. Isolated cases of hirsutism have been reported, but a causal relationship is not clear. 
Cardiovascular System: Congestive heart failure, edema, aggravation of hypertension, hypotension, 
syncope and collapse, aggravation of coronary artery disease, arrhythmias and AV block, 
thrombophlebitis, thromboembolism, and adenopathy or lymphadenopathy. 

Some of these cardiovascular complications have resulted in fatalities. Myocardial infarction has been 
associated with other tricyclic compounds. 
Liver: Abnormalities in liver function tests, cholestatic and hepatocellular jaundice, hepatitis, very rare 
cases of hepatic failure. 
Pancreatic: Pancreatitis. 
Respiratory System: Pulmonary hypersensitivity characterized by fever, dyspnea, pneumonitis or 
pneumonia. 
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Genitourinary System: Urinary frequency, acute urinary retention, oliguria with elevated blood 
pressure, azotemia, renal failure, and impotence. Albuminuria, glycosuria, elevated BUN and 
microscopic deposits in the urine have also been reported. 
Testicular atrophy occurred in rats receiving carbamazepine orally from 4 to 52 weeks at dosage levels 

of 50 to 400 mg/kg/day. Additionally, rats receiving carbamazepine in the diet for 2 years at dosage 
levels of 25,75 and 250 mg/kg/day had a dose-related incidence of testicular atrophy and 
aspermatogenesis. In dogs, it produced a brownish discoloration, presumably a metabolite, in the urinary 
bladder at dosage levels of 50 mg/‘kg and higher. Relevance of these findings to humans is unknown. 
Nervous System: Dizziness, drowsiness, disturbances of coordination, confusion, headache, fatigue, 
blurred vision, visual hallucinations, transient diplopia, oculomotor disturbances, nystagmus, speech 
disturbances, abnormal involuntary movements, peripheral neuritis and paresthesias, depression with 
agitation, talkativeness, tin&us, and hyperacusis. 
There have been reports of associated paralysis and other symptoms of cerebral arterial insufficiency, 

but the exact relationship of these reactions to the drug has not been established. 
Isolated cases of neuroleptic malignant syndrome have been reported with concomitant use of 

psychotropic drugs. 
Digestive System: Nausea, vomiting, gastric distress and abdominal pain, diarrhea, constipation, 
anorexia, and dryness of the mouth and pharynx, including glossitis and stomatitis. 
Eyes: Scattered punctate cortical lens opacities, as well as conjunctivitis, have been reported. AIthough 
a direct causal relationship has not been established, many phenothiazines and related drugs have been 
shown to cause eye changes. 
Musculoskeletal System: Aching joints and muscles, and leg cramps. 
Metabolism: Fever and chills. Inappropriate antidiuretic hormone (ADH) secretion syndrome has been 
reported. Cases of frank water intoxication, with decreased serum sodium (hyponatremia) and confusion, 
have been reported in association with carbamazepine use (see PRECAUTIONS, Laboratory TestS). 
Decreased levels of plasma calcium have been reported. 
Other: Multi-organ hypersensitivity reactions occurring days to weeks or months after initiating 
treatment have been reported in rare cases. Signs or symptoms may include, but are not limited to fever, 
skin rashes, vasculitis, lyrnphadenopathy, disorders mimicking lymphoma, arthraigia, leukopenia, 
eosinophilia, hepato-splenomegaly and abnormal liver function tests. These signs and symptoms may 
occur in various combinations and not necessarily concurrently. Signs and symptoms may initially be 
mild. Various organs, including but not limited to, liver, skin, immune system, lungs, kidneys, pancreas, 
myocardium, and colon may be affected (see PRECAUTIONS, General and PRECAUTIONS, 
Information for Patients). 
lsolated cases of a lupus erythematosus-like syndrome have been reported. There have been occasional 

reports of elevated levels of cholesterol, HDL cholesterol, and triglycerides in patients taking 
anticonvulsants. 
A case of aseptic meningitis, accompanied by myoclonus and peripheral eosinophilia, has been reported 

in a patient taking carbamazepine in combination with other medications. The patient was successfully 
dechallenged, and the meningitis reappeared upon rechallenge with carbamazepine. 
DRUG ABUSE AND DEPENDENCE 
No evidence of abuse potential has been associated with carbamazepine, nor is there evidence of 
psychological or physical dependence in humans. 
OVERDOSAGE 
Acute Toxicity 
Lowest known lethal dose: adults, 3.2 g (a 24 year-old woman died of a cardiac arrest and a 24 year-old 
man died of pneumonia and hypoxic encephalopathy); children, 4 g (a 14 year-old girl died of a cardiac 
arrest), 1.6 g (a 3 year-old girl died of aspiration pneumonia). 

Oral CDs0 in animals (mg/kg): mice, 1100 to 3750; rats, 3850 to 4025; rabbits, 1500 to 2680; guinea 
pigs, 920. 
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Signs and Symptoms 
The first signs and symptoms appear after 1 to 3 hours. Neuromuscular disturbances are the most 
prominent. Cardiovascular disorders are generally milder, and severe cardiac complications occur only 
when very high doses (>60 g) have been ingested. 
Respiration: Irregular breathing, respiratory depression. 
Cardiovascular System: Tachycardia, hypotension or hypertension, shock, conduction disorders. 
Nervous System and Muscles: Impairment of consciousness ranging in severity to deep coma. 
Convulsions, especially in small children. Motor restlessness, muscular twitching, tremor, athetoid 
movements, opisthotonos, ataxia, drowsiness, dizziness, mydriasis, nystagmus, adiadochokinesia, 
ballism, psychomotor disturbances, dysmetria. Initial hyperreflexia, followed by hyporeflexia. 
Gastrointestinal Tract: Nausea, vomiting. 
Kidneys and Bladder: Anuria or oliguria, urinary retention. 
Laboratory Findings: Isolated instances of overdosage have included leukocytosis, reduced leukocyte 
count, glycosuria and acetonuria. EEG may show dysrhythmias. 
Combined Poisoning: When alcohol, tricyclic antidepressants, barbiturates or hydantoins are taken at the 
same time, the signs and symptoms of acute poisoning with carbamazepine may be aggravated or 
modified. 
Treatment 
The prognosis in cases of severe poisoning is critically dependent upon prompt elimination of the drug, 
which may be achieved by inducing vomiting, irrigating the stomach, and by taking appropriate steps to 
diminish absorption. If these measures cannot be implemented without risk on the spot, the patient 
should be transferred at once to a hospital, while ensuring that vital functions are safeguarded. There is 
no specific antidote. 
Elimination of the Drug: Induction of vomiting. 

Gastric lavage. Even when more than 4 hours have elapsed following ingestion of the drug, the stomach 
should be repeatedly irrigated, especially if the patient has also consumed alcohol. 
Measures to Redwe Absorption: Activated charcoal, laxatives. 
Measures to Accelerate Elimination: Forced diuresis. 

Dialysis is indicated only in severe poisoning associated with renal failure. Replacement transfusion is 
indicated in severe poisoning in small children. 
Respiratory Depression: Keep the airways free; resort, if necessary, to endotracheal intubation, artificial 
respiration, and administration of oxygen. 
Hypotension, Shock: Keep the patient’s legs raised and administer a plasma expander. If blood pressure 
fails to rise despite measures taken to increase plasma volume, use of vasoactive substances should be 
considered. 
Convulsions: Diazepam or barbiturates. 
Warning: Diazepam or barbiturates may aggravate respiratory depression (especially in children), 
hypotension, and coma. However, barbiturates should not be used if drugs that inhibit monoamine 
oxidase have also been taken by the patient either in overdosage or in recent therapy (within one week). 
Surveillance: Respiration, cardiac function (ECG monitoring), blood pressure, body temperature, 
pupillary reflexes, and kidney and bladder function should be monitored for several days. 
Treatment of Blood Count Abnormalities: If evidence of significant bone marrow depression develops, 
the following recommendations are suggested: 
(1) stop the drug, (2) perform daily CBC, platelet and reticulocyte counts, (3) do a bone marrow 
aspiration and trephine biopsy immediately and repeat with sufficient frequency to monitor recovery. 
Special periodic studies might be helpful as follows: (1) white cell and platelet antibodies, (2) s9Fe- 

ferrokinetic studies, (3) peripheral blood cell typing, (4) cytogenetic studies on marrow and peripheral 
blood, (5) bone marrow culture studies for colony-forming units, (6) hemoglobin electrophoresis for 
AZ and F hemoglobin, and (7) serum folic acid and Biz levels. 

A fully developed aplastic anemia will require appropriate intensive monitoring and therapy, for which 
specialized consultation should be sought. 
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DOSAGE AND ADMINISTUTION (see table below) 
Carbamazepine suspension in combination with liquid chlorpromazine or thioridazine results in 
precipitate formation, and, in the case of chlorpromazine, there has been a report of a patient passing an 
orange rubbery precipitate in the stool following coadministration of the two drugs. (See Drug 
interactions.) Because the extent to which this occurs with other liquid medications is not known, 
carbamazepine suspension should not be administered simultaneously with other liquid medications or 
diluents. 
Monitoring of blood levels has increased the efficacy and safety of anticonvulsants (see PRE- 

CAUTIONS, Laboratory Tests). Dosage should be adjusted to the needs of the individual patient. A low 
initial daily dosage with a gradual increase is advised. As soon as adequate control is achieved, the 
dosage may be reduced very gradually to the minimum effective level. Medication should be taken with 
meals. 

Since a given dose of carbamazepine suspension will produce higher peak levels than the same dose 
given as the tablet, it is recommended to start with low doses (children 6 to 12 years; % teaspoon q.i.d.) 
and to increase slowly to avoid unwanted side effects. 

Conversion of patients from oral carbamazepine tablets to carbamazepine suspension: Patients should 
be converted by administering the same number of mg per day in smaller, more frequent doses 
(i.e., b.i.d. tablets to t.i.d. suspension). 
Epilepsy: (See INIDCATIONS AND USAGE.) 
Adults and Children over 12 Years of Age 
Initial: Either 200 mg b.i.d. for tablets, or 1 teaspoon q.i.d. for suspension (400 mg/day). Increase at 
weekly intervals by adding up to 200 mg per day using a t.i.d. or q.i.d. regimen until the optimal response 
is obtained. Dosage should generally not exceed 1000 mg daily in children 12 to 15 years of age, and 
1200 mg daily in patients above 15 years of age. Doses up to 1600 mg daily have been used in adults in 
rare instances. Maintenance: Adjust dosage to the minimum effective level, usually 800 to 1200 mg 
daily. 
Children 6 to 12 Years of Age 
Initial: Either 100 mg b.i.d. for tablets, or l/2 teaspoon q.i.d. for suspension (200 mg/day). Increase at 
weekly intervals by adding up to 100 mg per day using a t.i.d. or q.i.d. regimen until the optimal response 
is obtained. Dosage generally should not exceed 1000 mg daily. Maintenance: Adjust dosage to the 
minimum effective level, usually 400 to 800 mg daily. 
Children Under 6 Years of Age 
Initial: 10 to 20 mg/kg/day b.i.d. or t.i.d. Increase weekly to achieve optimal clinical response 
administered t.i.d or q.i.d. Maintenance: Ordinarily, optimal clinical response is achieved at daily doses 
below 35 mg/kg. If satisfactory clinical response has not been achieved, plasma levels should be 
measured to determine whether or not they are in the therapeutic range. No recommendation regarding 
the safety of carbamazepine for use at doses above 35 mg/kg/24 
Hours can be made. 
Combination Therapy: Carbamazepine may be used alone or with other anticonvulsants. When added to 
existing anticonvulsant therapy, the drug should be added gradually while the other anticonvulsants are 
maintained or gradually decreased, except phenytoin, which may have to be increased (see 
PRECAUTIONS, Drug Interactions and Usage in Pregnancy, Pregnancy Category D). 
Trigeminal Neuralgia: (See INDICATIONS AND USAGE.) 
Initial: On the first day, 100 mg b.i.d. for a total daily dose of 200 mg. This daily dose may be increased 
by up to 200 mg/day using increments of 100 mg every 12 hours only as needed to achieve freedom from 
pain. Do not exceed 1200 mg daily. Maintenance: Control of pain can be maintained in most patients 
with 400 to 800 mg daily. However, some patients may be maintained on as little as 200 mg daily, while 
others may require as much as 1200 mg daily. At least once every 3 months throughout the treatment 
period, attempts should be made to reduce the dose to the minimum effective level, or even to 
discontinue the drug. 
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: Dosage Information 

Increase weekly to Increase weekly to 

intervals t.i.d. or q.i.d. 
1000 mg/24 hr 

intervals, t.i.d. or q.i.d. 
lOOOmg/24hr(12to 15yr) 

1200 mg/24 hr (> 15 yr) 
1600 mg/24 hr (adults, in rare 

m&/day in increments 
of 50 mg (l/2 tsp) q.i.d. 1200 mg/24 hr 



HOW SUPPLIED I 
Carbamarepine Tablets USP (chewable), 200 mg - - White oval flat tablet 
with pink speckles, cherry odor. Both sides scored, one side engraved “T” 
above the score and engraved Lc27’9 under the score. 
Bottles of 100 . . . . ..NDC 51672-4050-I 
Bottles of 400 . . . . ..NDC 51672-4050-2 
Do not store above 30°C (86’F). 
Store in a dry place. Protect from light and moisture. 
Dispense in tight, light-resistant container (USP). 
Carbamazepine Tablets USP (Chewable), 100 mg - - White round tablet with pink speckles, cherry 
odor, one side scored and engraved TAR0 above the score and 16 below the score. 
Bottles of 100 . . . . ..NDC 51672-4041-l 
Bottles of 500 . . . . ..NDC 51672-4041-2 
Unit Dose of 50 . . .NDC 5 1672-4041-g 
Unit Dose of lOO...NDC 51672-4041-o 
Do not store above 30°C (86°F). 
Store in a dry place. Protect from light and moisture. 
Dispense in tight, light-resistant container (USP). 
Carbamazepine Tablets USP, 200 mg - - White, round, flat beveled-edge, one side scored and 
engraved TAR0 above the score and 11 below the score. 
Bottles of 100 . . . . . . . . . NDC 5 1672-4005-l 
Bottles of 500 . . . . . . . . . NDC 5 1672-4005-2 
Bottles of 1000 . . . . . . . . . NDC 5 1672-4005-3 
Do not store above 30°C (86°F). 
Protect from light and moisture. 
Dispense in tight, light-resistant container (USP). 
Carbamazepinc Oral Suspension USP, 100 mg/5 mL (teaspoonful) - Orange colored and orange 
flavored suspension. 
Bottles of 450 mL.. .NDC 5 1672-4047-g 
Shake well before using. 
Do not store above 30°C (86°F). 
Protect from freezing and from excessive heat. 
Dispense in a tight, light resistant container (USP). 

Manufactured by: 
Taro Pharmaceutical Industries Ltd., 
Haifa Bay, Israel 26110 
Revised: January 200 1 
89702-0101-O 
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